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Replace the paragraph found 




202, lines 1-4 with the following: 



Example 6(a) : In Vitro Cytotoxicity of compounds of Formula II 

Some of the compounds synthesised in example 2, were subjected to the NCI 
In Vitro Cytotoxicity study. The results (LCso;nM) are set out below, and are 
illustrated in Figure 29. . 



Replace the paragraph found op^Jage 206, lines 1-4 with the following: 



Example 7 : In Vitro Cytotoxicity of compounds of Formula III 

All of the compounds synthesised in example 3, were subjected to the NCI In 
Vitro Cytotoxicity screen. The results (LC 5 o;nM)are set out below, and are 
illustrated in Figure 30. 



Replace the paragraph found on pageJ207, lines 6-9 with the following: 



Example 8 : In Vitro cytotoxicity of compounds of Formula IV: 

The compounds synthesised in example 4, were subjected to the NCI In Vitro 
Cytotoxicity study. The results (LCso^M) are set out below, and are 
illustrated in Figure 3 1 . 



In the Drawings : 

Please cancel duplicate Figure 24, page 26/32. 

Enclosed are copies of the drawing Figures 1-31 (31 sheets) showing the proposed 
changes in red ink. 



Remarks : 

Consideration of the foregoing amendments and following remarks is respectfully 
requested. 

The title has been amended to correct a typographical error. 





The remaining amendments to the specification cancel all references to omitted 
drawing Figure 21, relabel the drawing figures to be numbered consecutively, and correct the 
references in the specification to the drawing figures to correspond with any relabeled 
drawing figures. Omission of FIG. 21 was noted per a "Notice of Omitted Item(s) in a 
Nonpro visional Application" mailed 02/19/02 (copy attached). As was indicated in the 
02/19/02 "Notice of Omitted Item(s) in a Nonprovisional Application," this paper is being 
submitted prior the first office action. It occurs to the undersigned that a substitute 
specification (including all of the above deletions) might make this application easier to 
examine. The undersigned is willing to provide such a substitute specification should it be 
requested. 

For reasons provided above, Applicants respectfully submit that the amendments to 
the specification introduced herein adds no new matter to the application. 

Conclusion: 

With the entry of the foregoing amendments, Applicants respectfully submit that all 
claims are in condition for allowance and request favorable action thereon. 
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"Version with markings to show changes made" 

The changes made to the specification are shown by [brackets] for deleted matter, and 
double underlining for added matter. 

In the specification, page 1 . 

[PYRROLBENZODIAZEPINES] PYRROLOBENZODIAZEPINES 

In the specification, page 13, lines 28-35 and continuing on page 14, lines 1-7. 

Aspects of the invention will now be further described with reference to the 
accompanying drawings in which: 

Figures 1 to 6a/b are synthesis routes for compounds of formula la of the 
present invention; 

Figures 7 to 14 are synthesis routes for compounds of formula II of the present 
invention; 

Figures 15 to 2[5]4 are synthesis routes for compounds of formula III of the 
present invention; 

Figure 2[6]5 is a synthesis route for a compound of formula IV; 

Figure 2 [7]£ is a synthesis of an intermediate in the preparation of compounds 

of formula IV of the present invention; 

Figure 2[8]2 is a synthesis routes for compounds of formula IV of the present 
invention; and 

Figures 2[9]£ to 3[2]1 are graphs illustrating the cytotoxicity results of 
examples 5 to 8 respectively. 





In the specification, page 152, lines 14-16. 

Example 3(g) : 8-Hydroxy-7,9-dimethoxy-l,2,3 Jla- 
tetrahydropyrrolo[2,l-cl[l,41benzodiazepin-5-one (130, DRH-168) f(see 
Figure 21)1 

Replace the title paragraph found on page 157, lines 22-23 with the following: 

Examples 3(h) to (i) : Synthesis of 7-Phenvl PBDs (See Figure 2 [211) 

Replace the title paragraph found on page 164, lines 14-16 with the following: 

Example 3(k) : S-Benzyloxy^^-dimethoxy-l^^lla- 
tetrahydropyrrolo[2J-clfl,41benzodiazepin-5-one (143, DRH-105) (see 
Fi gure 2[312) 

Replace the title paragraph found on page 166, lines 15-16 with the following: 

Example 3(1) : Synthesis of the C8-NH? PBD (151, AG/149) (see Figure 



Replace the title paragraph found on page 171, lines 4-6 with the following: 

Example 3(m) : Synthesis of (llaS)-8-methyl-7,9-dimethoxy-l,2,3aia- 
tetrahydro-5H-pyrrolo[2,l-cUl,41benzodiazepin-5-one (194) (see Figure 



Replace the title paragraph found on page 175, lines 11-15 with the following: 

Example 4 : Synthesis of the C8-Amines 
Synthesis of 3-(ll-Hydroxy-5-oxo-10-(2,2,2- 

trichloroethyloxocarbonyIamino)-(llaS)-2,3 5 5,10,ll,lla-hexahydro-l^- 
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benzo[^]pyrrolo[2,l-«][l 5 4]diazepin-8-yloxy-2-propenylpropanoate (159) 
(see Figure 2[7]6) 

Replace the title paragraph found on page 181, lines 1-3 with the following: 

Example 4(a) :3-(7-methoxv-5-oxv(llaS)-2,3,5Jla-tetrahydro-lJy- 
benzofelpvrrolofl^-alfl^ldiazepin-S-vloxvVl-perhvdro-l-pyrrolvl-l- 
propanone (161)(see Figure 2 [817) 

Replace the title paragraph found on page 183, lines 14-16 with the following: 

Example 4(b) : 3-(7-methoxy-5-oxy(llaS)-23,5Jla-tetrahydro-l^ 
benzo[g1pyrrolofl,2-a1H,41diazepin-8-vloxy)-l-piperidino-l-propanone 
(163) (see Figure 21817) 

Replace the title paragraph found on page 185, lines 3-5 with the following: 

Example 4(c) : l,(2,3-dihydro-liy-indolyl)-3-(7-methoxy-5-oxy(llaS)- 
2,3 < ,5, t lla-tetrahydro-l//-benzofg1pyrrolofl,2-alfl % 41diazepin-8-yloxv)-l- 
propanone (165) (see Figure 21817) 

Replace the title paragraph found on page 187, lines 1-3 with the following: 

Example 4(d) : l,(2,3-dihydro-l/f-2-isoindolyl)-3-(7-methoxy-5-oxy(llaS)- 
2 <> 3,5 <t lla-tetrahydro-l//-benzoMpyrrolo[l,2-aUl,41diazepin-8-yloxy)-l- 
propanone (167) (see Figure 21817) 

Replace the title paragraph found on page 189, lines 1-4 with the following: 
Example 4(e) : Synthesis of (llaS) 8-(N-9- 

fluorenylmethoxycarbonyl)aminopropyloxy-7>methoxy-l,2,3Jla- 
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tetrahydro-5/f-pyrrolo[2J-cUl,41benzodiazepin-5-one (205) (See Figure 
21615) 



Replace the paragraph found on page 200, lines 28-3 1 with the following: 

Example 5 : In Vitro Cytotoxicity of compounds of formula I 

Some of the compounds synthesised in example 1, were subjected to the NCI 
In Vitro Cytotoxicity study. The results (LCso;nM) are set out below, and are 
illustrated in Figure 2[9]g. 

Replace the paragraph found on page 202, lines 1-4 with the following: 

Example 6(a) : In Vitro Cytotoxicity of compounds of Formula II 

Some of the compounds synthesised in example 2, were subjected to the NCI 
In Vitro Cytotoxicity study. The results (LCso;|!M) are set out below, and are 
illustrated in Figure [30]22- 

Replace the paragraph found on page 206, lines 1-4 with the following: 

Example 7 : In Vitro Cytotoxicity of compounds of Formula III 

All of the compounds synthesised in example 3, were subjected to the NCI In 
Vitro Cytotoxicity screen. The results (LCso;|jM)are set out below, and are 
illustrated in Figure 3[1]Q. 

Replace the paragraph found on page 207, lines 6-9 with the following: 

Example 8 : In Vitro cytotoxicity of compounds of Formula IV: 

The compounds synthesised in example 4, were subjected to the NCI In Vitro 
Cytotoxicity study. The results (LC5o;(iM) are set out below, and are 
illustrated in Figure 3[2]1. 
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